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This is a communication from the examiner in charge of your application. 
COMMISSIONER OF PATENTS AND TRADEMARKS 



EXAMINER 



Mr "AffT UNIT | PAPER NUMBER 

at 



DATE MAILED: 



This application has been examined D Responsive to communication filed c 



□ 



This action is made final 



A shortened statutory period for response to this action is set to expire _ 



_ month(s), , 



Failure to respond within the period for response will cause the application to become abandoned. 35 U.S.C. 133 
Part I THE FOLLOWING ATTACHMENT(S) ARE PART OF THIS ACTION: 



days from the date of this letter. 



i. H Notice of References Cited by Examiner, PTO-892. 

3. 0 Notice of Art Cited by Applicant, PTO-1 449. . 

5. □ Information on How to Effect Drawing Changes, PTO-1 474. 

Part II SUMMARY OF ACTION 

1. Cla,ms — 



2. Notice of Draftsman's Patent Drawing Review, PTO-948. 
4. LJ Notice of Informal Patent Application, PTO-1 52. 



_ are pending in the application. 



01 the above, claims 

2. ^ Claims / ~S~1 

3. □ Claims 

4. (3 Claims 

5. D Claims 

6. [2 Claims - 



_ are withdrawn from consideration. 

have been cancelled. 

are allowed. 

are rejected. 

are objected to. 



_ are subject to restriction or election requirement. 



7. (j3 This application has been filed with Informal drawings under 37 C.F.R. 1 .85 which are acceptable for examination purposes. 
Formal drawings are required in response to this Office action. 

.□ 



9.l_l The corrected or substitute drawings have been received on _ 



Under 37 C.F.R. 1 .84 these drawings 



are □ acceptable; Q not acceptable (see explanation or Notice of Draftsman's Patent Drawing Review, PTO-948). 

. has (have) been □ approved by the 



10. □ The proposed additional or substitute sheet(s) of drawings, filed on 
examiner; □ disapproved by the examiner (see explanation). 



11. □ The proposed drawing correction, filed _ 



j has been □ approved; □ disapproved (see explanation). 



1 2. [Sj Acknowledgement is made of the claim for priority under 35 U.S.C. 119. The certified copy has □ been received □ not been received 
ft been filed in parent application, serial no. fES/gz/B&Sa&i) > f"ed on <T—%6~ f-5~~ 

13. 0 Since this application apppears to be in condition for allowance except for formal matters, prosecution as to the merits is closed in 
accordance with the practice under Ex parte Quayle, 1 935 CD. 1 1 ; 453 O.G. 21 3. 

14. □other 
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1. The preliminary amendments filed 18 April 1996, Paper No. 6, 
and filed 7 February 1997, Paper No. 13, have been entered. 

Election/Restriction 

2. Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups 
of inventions which are not so linked as to form a single general 
inventive concept under PCT Rule 13.1. 

In accordance with 37 CFR 1.499, applicant is required, in 
response to this action, to elect a single invention to which the 
claims must be restricted. 

Group I, claim (s) 54-78, drawn to a polypeptide, an isolated 
DNA fragment, and a pharmaceutical composition of polypeptide. 

Group II, claim (s) 79-82, drawn to monoclonal antibody and a 
pharmaceutical composition of antibody. 

The inventions listed as Groups I and II do not relate to a 
single general inventive concept under PCT Rule 13.1 because, 
under PCT Rule 13.2, they lack the same or corresponding special 
technical features for the following reasons. 

Group I is drawn to a polypeptide, an isolated DNA 
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fragment, and a pharmaceutical composition of polypeptide. 
Pursuant 37 CFR 1.475(d), these claims are considered by the 
ISA/US to constitute the main invention, and none of the related 
group II correspond to the main invention. 

The products of Groups. I and II do not share the same 
special technical features because any one of the product of 
group I and II are structurally and functionally different from 
each other and each defines a separate invention over the art. 

During a telephone conversation with Attorney Thomas Sarro 
on 29 April 1997 a provisional election was made with traverse to 
prosecute the invention of I, claims 54-78. Affirmation of this 
election must be made by applicant in responding to this Office 
action. Claims 79-82 are withdrawn from further consideration by 
the examiner, 37 CFR 1.142(b), as being drawn to a non-elected 
invention . 

Applicant is reminded that upon the cancellation of claims 
to a non-elected invention, the inventorship must be amended in 
compliance with 37 CFR 1.48(b) if one or more of the currently 
named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must 
be accompanied by a diligently- filed petition under 3 7 




08/591,447 
1812 



3 



CFR 1.48(b) and by the fee required under 37 CFR 1.17(h). 



Priori ty 



3. If applicant desires priority under 35 U.S.C. 120 based 
upon a previously filed copending application, specific reference 
to the earlier filed application must be made in the instant 
application. This should appear as the first sentence of the 
specification following the title, preferably as a separate* 
paragraph. The status of non-provisional application (s) (whether 
patented or abandoned) should also be included. If a parent 
application has become a patent, the expression "now Patent 

No. " should follow the filing date of the parent 

application. If a parent application has become abandoned, the 
expression "now abandoned" should follow the filing date of the 
parent application . 



4. The following guidelines illustrate the preferred layout and 
content for patent applications. These guidelines are suggested 
for the applicant's use. 



The following order or arrangement is preferred in framing 
the specification and, except for the title of the invention, 
each of the lettered items should be preceded by the headings 
indicated below. 



Sped fi ca tion 



Arrangement of the Specification 
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(a) Title of the Invention. 

(b) Cross-Ref erences to Related Applications (if any) . 
® Statement as to rights to inventions made under 

Federally-sponsored research and development (if any) . 

(d) Background of the invention. 

1. Field of the Invention. 

2. Description of the Related Art including 
information disclosed under 37 CFR 1.97-1.99. 

(e) Summary of the Invention. 

(f) Brief Description of the Drawing. 

(g) Description of the Preferred Embodiment (s) . 

(h) Claim (s) . 

(I) Abstract of the Disclosure. 

The heading for the Brief Description of the Drawing is 
missing from page 19, line 10. 



Sequence Rules 37 CFR 2. 821-1. 825 

5. This application contains sequence disclosures that are 
encompassed by the definitions for nucleotide and/or amino acid 
sequences set forth in 37 CFR 1.821(a) (1) and (a) (2) . However, 
this application fails to comply with the requirements of 37 CFR 
1.821 through 1.825 for the reason (s) set forth on the attached 
Notice To Comply With Requirements For Patent Applications 
Containing Nucleotide Sequence and/or Amino Acid Sequence 
Disclosures . 

Page 30, lines 3 6 and 3 9 disclose an amino acid sequence of 
peptides which must comply with the sequence rules. 
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Applicant is given the period set for response to this 
Office action from the date of this, letter within which to comply 
with the sequence rules, 37 CFR 1.821 - 1.825. Failure to comply 
with these requirements will result in ABANDONMENT of the 
application under 37 CFR 1.821(g). Extensions of time may be 
obtained by filing a petition accompanied by the extension fee 
under the provisions of 37 CFR 1.136(a) . In no case may an 
applicant extend the period for response beyond the SIX MONTH 
statutory period. Direct the response to the undersigned. 
Applicant is requested to return a copy of the attached Notice to 
Comply with the response . 

6. The specification is objected to because it does not comply 
with 37 C.F.R. 1.821 (d) which requires a reference to a 
particular sequence identifier (SEQ ID NO:) be made in the 
specification wherever a reference is made to that sequence. See 
M.P.E.P. 2422.04. 

The legends for figures 1-4 and 8-10 (on page 19, lines 12- 
35) must identify each of the sequences disclosed in figures 1-4 
and 8-10 with the individual SEQ ID NO:. It is not sufficient to 
identity the sequence as a fragment of larger SEQ ID NO: because 
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each sequence disclosure has its own SEQ ID NO:. Pages 20, 24, 
and 30 also disclose sequences which must be identified by its 
SEQ ID NO:. Any references to sequences in the specification or 
the claims must be identified with an appropriate SEQ ID NO:. 



7. Claims 54-78 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a 
Tbp2 receptor of SEQ ID NO: 2 and 4, does not reasonably provide 
the full scope of enablement for derivatives of Tbp2 receptor. 
The specification does not enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, 
to make and use the invention commensurate in scope with these 
claims. 

Claims 54-78 encompass Tbp2 derivatives and variants because 
of the recitation of an "derived". However, the specification 
fails to teach how to use the derivatives of Tbp2 because the 
claims are single means claims. A single means claim is a claim 
which depend on a recited property, where the claim covers every 
conceivable structure (means) for achieving the stated property 
(result) while the specification discloses at most only those 



Claim Rejections - 35 USC § 112 
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known to the inventor (MPEP 2164.08(a)). The specification 
defines on page 7, lines 36-39, that the term "sequence which is 
derived from another sequence" to mean a sequence originating 
form this other sequence by the use of a mental process. Thus, 
the claims encompass all variants of Tbp2 based on sequence 
comparisons and mental processes. One skilled in the art cannot 
predict whether such polypeptides would have any relationship to 
the TBP2 polypeptide. The state of the art is such that one 
skilled in the art cannot predict the tertiary structure of 
protein based on the primary amino acid sequence (Bowie et 
al . (S) ) . Thus, it would require undue experimentation to make 
and use variants with amino acid substitutions in the Tbp2 
receptor because one skilled in the art could not predict the 
effect of the changes due to substitutions on the tertiary 
structure of the Tbp2 receptor which is necessary to determine if 
the protein is functional. Furthermore, changes tertiary 
structure will affect any antibody based on the original epitope 
of the natural Tbp2 protein found in the bacteria and if the 
antibody does not recognize the natural Tbp2 protein in the 
bacteria it cannot be used in diagnostic assay or for 
vaccination. It would require empirical determination to 
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determine the all variant combinations which are functional 
because one skilled in the art cannot predict the which 
combination of variants of Tbp2 receptor would result in a 
functional polypeptide. Guidance and working examples directed 
to the Tbp2 receptor in the specification are not predictive of 
using any variants or derivatives of Tbp2 receptor because the 
changes in tertiary structure affects the protein function in an 
unpredictable manner. Therefore, in view of the large extent and 
unpredictable nature of the experimentation which would be 
involved, one skilled in the art could not make and use the full 
scope of the invention as claimed without undue experimentation. 



8. Claims 54-78 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 

A deposit of the Neisseria meningitidis strain IM2169 or 
IM2394 is required to enable the invention of claims 54-78. This 
determination has been made because the claimed strains or 
vectors have not been fully disclosed or the materials required 
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to isolate the claimed strains have not been shown to be publicly- 
known and fully available. The specification does not teach how 
to make the disclosed strains, in a sufficient manner to practice 
the invention because one skilled in the art could not determine 
the exact materials necessary to construct the strains. It would 
require undue experimentation to determine the exact materials 
necessary to construct the strains. Without a publicly available 
deposit of the above vectors or strains, one of ordinary skill in 
the art could not be assured of the ability to practice the 
invention as claimed. A suitable deposit for patent purposes is 
required. 

If a deposit has been made under the terms of the Budapest 
Treaty, then an affidavit or declaration by Applicants or someone 
associated with the patent owner who is in a position to make 
such assurances, or a statement by an attorney of record over his 
or her signature, stating (a) that the deposit has been made 
under the terms of the Budapest Treaty; and (b) that all 
restrictions imposed by the depositor on the availability to the 
public of the deposited material will be irrevocably removed 
upon the granting of a patent, would satisfy the deposit 
requirements. See 37 C.F.R. § 1.808. 

If a deposit is not made under the terms of the Budapest 
Treaty, then the requirements may be satisfied by an affidavit or 
declaration by Applicants or someone associated with the patent 
owner who is in a position to make such assurances, or by a 
statement by an attorney of record over his or her signature, 
stating that the deposit has been made at an acceptable 
depository and establishing that the following criteria have been 
met: (a) during the pendency of the application, access to the 
deposit will be afforded to one determined by the Commissioner to 
be entitled thereto; (b) all restrictions imposed by the 
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depositor on the availability to the public of the deposited 
material will be irrevocably removed upon the granting of a 
patent; (c) the deposit will be maintained for a term of at least 
thirty (30) years and at least five (5) years after the most 
recent request for the furnishing of a sample of the deposited 
material; (d) a viability statement in accordance with the 
provisions of 37 C.F.R. § 1.807 is provided; and (e) the deposit 
will be replaced should it become necessary due to inviability, 
contamination, or loss of capability to function described in the 
manner in the specification. 

In either case, the identifying information set forth in 37 
C.F.R. § 1.809(d) should be added to the specification if it is 
not already present. See 37 C.F.R. §§ 1.803-1.809 for additional 
explanation of these requirements. 



9. Claims 54-78 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 54-78 is indefinite for recitation of "stringent 
conditions" which is a relative term and it is not clear whether 
the condition is high, moderate, or low stringency condition for 
hybridization . 

Claims 54-78 are indefinite and confusing because SEQ ID 
N0:1 and 3 are DNA sequences and the claims are to polypeptide 
thus it is not clear how a maximal homology alignment can be 
performed between a DNA sequence and an amino acid sequence. 

Claims 54-78 are indefinite and confusing because of the 
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recitation of "maximal homology alignment" . The instructions or 
algorithm for determining sequence identity is missing from the 
specification. Furthermore, the metes and bounds of the term 
"homology" have not been clearly set forth neither in the claims 
nor in the specification. The precise meaning of "homology" in 
biology is having a common evolutionary origin" (Reeck et al . ; 
R) . The paper further explains that homology is a concept of 
quality or type of relationship between two or more things. 
Thus, amino acids or nucleotide sequences cannot exhibit a 
particular quantity or level of homology or percent homology. A 
more appropriate term is "identity." However, it should be noted 
that quantitative determination of identity requires subjective 
determinations for sequences compared. Thus, a specific 
definition of "identity" must be defined taking into 
considerations such variables as: complete vs partial sequence 
and gap distances. 

Claim Rejections - 35 USC §102 

10. The following is a quotation of the appropriate paragraphs 
of 35 U.S.C. 102 that form the basis for the rejections under 
this section made in this Office action: 




08/591,447 12 
1812 

A person shall be entitled to a patent unless -- 

<b) the invention was patented or described in a printed publication in this 
or a foreign country or in public use or on sale in this country, more than 
one year prior to the date of application for patent in the United States. 



11. .Claims 54-77 rejected under 35 U.S.C. 102(b) as being 
anticipated by Legrain et al . (AS) . 

Legrain et al . disclose the Tbp2 protein and DNA sequence 
form Neisseria meningitidis strains B16B6 and M982 (page 74, 
Results...; page 76, figure 2; page 78, figure 4). Legrain et 
al . disclose the tryptic peptide fragments of Tbp2 protein (page 
74, paragraph bridging the left and right columns) . 

The examiner has assumed that SEQ ID NO: 1 and 3 should have 
been directed to the encoding protein amino acid of SEQ ID NO: 2 
and 4. Although not called IM2169 and IM2394, the strains M982 
and B16B6 are the same. SEQ ID NO: 2 and 4 are identical to the 
TBP2 amino acid sequences of Legrain et al. (see attached sequence 
comparisons) . The term "derived" is construed to encompass 
variants and derivatives. 

12. Claims 54-76 and 78 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Quentin-Millet et al . (AM) . 

Quentin-Millet et al . disclose the pharmaceutical vaccine 
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composition comprising Tbp2 protein from Neisseria meningitidis 
strains 2169 and 2394 (see abstract) . 

The examiner has assumed that SEQ ID NO: 1 and 3 should have 
been directed to the encoding protein amino acid of SEQ ID NO: 2 
and 4. Although not called IM2169 and IM2394, the strains 2169 
and 23 94 are the same. The term "derived" is construed to 
encompass variants and derivatives. The Tbp2 receptor inherently 
has the amino acid sequence of SEQ ID NO: 2 and 4 because Tbp2 
receptor of Quentin-Millet et al . is the same receptor as 
claimed. 

13. The prior art made of record and not relied upon is 
considered pertinent to applicant's disclosure. 

Quentin-Millet et al . (AN) , Stevenson et al . (AR) , and Jacobs 
et al . (AL) , is cumulative reference with Quentin-Millet et 
al . (AM) . 

14. No claims are allowed. 

15. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Michael D. 
Pak whose telephone number is (703) 305-7038. The examiner can 
normally be reached on Monday-Friday from 9:00 to 5:30. 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Stephen Walsh, can be 
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reached on (*703) 308-2957. The fax phone number for this Group 
is (703) 308-0294. 

Any inquiry of a general nature or relating to the status < 
this application or proceeding should be directed to the Group 
receptionist whose telephone number is (703) 308-0196. 

Michael D. Pak 
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29 April 1997 



STEPHEN WALSH 
SUPERVISORY PATENT EXAMINER 
GROUP 1800 
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Application No.: 591.447 
NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIONS CONTAINING 
NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE DISCLOSURES 

The nucleotide and/or amino acid sequence disclosure contained in this application does not 
comply with the requirements for such a disclosure as set forth in 37 C.F.R. 1 .821 - 1 .825 for the 
following reason(s): 



□ 

0 
□ 
D 

□ 

□ 



■1. This application clearly fails to comply with the requirements of 37 C.F.R. 1.821-1.825. Applicant's 
attention is directed to these regulations, published at 1 1 14 OG 29, May 15, 1990 and at 55 FR 
18230, May1, 1990. 

2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence 
Listing" as required by 37 C.F.R. 1.821(c). 

3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 
37 C.F.R. 1.821(e). 

4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
content of the computer readable form does not comply with the requirements of 37 C.F.R. 1 .822 
and/or 1 .823, as indicated on the attached copy of the marked-up "Raw Sequence Listing." 

5. The computer readable form that has been filed with this application has been found to be damaged 
and/or unreadable as indicated on the attached CRF Diskette Problem Report. A Substitute 
computer readable form must be submitted as required by 37 C.F.R. 1 .825(d). 

6. The paper copy of the "Sequence Listing" is not the same as the computer readable from of the 
"Sequence Listing" as required by 37 C.F.R. 1 .821 (e). 



f^l 7. Other: A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
LI specification contains sequences not submitted as a copy of the "Sequence Listing" in computer 
readable form or as a paper copy. 



Applicant Must Provide: 

An initial or substitute computer readable form (CRF) copy of the "Sequence Listing". 



SAn initial or substitute paper copy of the "Sequence Listing", as well as an amendment directing its entry 
into the specification. 

SA statement that the content of the paper and computer readable copies are the same and, where 
applicable, include no new matter, as required by 37 C.F.R. 1.821(e) or 1.821(f) or 1.821(g) or 
1.825(b) or 1.825(d). 

For questions regarding compliance to these requirements, please contact: 

For Rules Interpretation, call (703) 308-4216 
For CRF Submission Help, call (703) 308-4212 
For Patentln software help, call (703) 308-6856 

PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR RESPONSE 



